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WHAT IS CLAIMED IS : 

1 . An isolated human nuclear receptor 
that binds \to a cytochrome P-4 50 monoox ygena s e 
promoter, oV a DNA binding or ligand binding 
domain there'(y>f. 

2. The i;eceptor according to claim 1 
wherein the promoter is a cytochrome P-450 
monooxygenase 3)^4 (CYP3A4) promoter. 



3. The receptor according to claim, 2 



v; h e r e r n said r e c e n 6)r is h ? X ? 



An Lsolatt^id human nuclear receotof 

/ 

or a fragment thereo!^^ of at least 
30 consecutive arr.mo acids. 



5. A fusion procain comprising a DNA 
binding o^r ligand binding dom^am of hPX?, and a 
n c n - h P X R - d e r 1 '/ e G sequence . 

6. An isolated nucI^U-C acid comprising a 
s e Q u e n c e e n c c d i n cr t n e r e c e m t O' r of claim 1 or 4 
or the fusion protein of cl^im 5. 

7. A const:ruct comLoris i-.n g the nucleic 
acid of claim; 6 and a v e c c o r . , 

8. A host cell ccm.p rising, the cc^nstruct 
ofclaim7. 

9 . A m: e t h c d of m, a < 1 j the r ^ c *^ c '~ ^ 
claim. 3, or fragm.ent thereof, comprising: 



culnuring a host cell containing an 
expression construct comprising a sequence 
encoding said\ receptor , or fragment thereof, 
operably linkea A'^') ^ promoter, under conditions 
such that said seceptor, or fragment thereof, 
is produced, and\ 



thereof . 



isolating Vaid receptor, or fragment 



1 o\ A m.echod of screening a nest: comLpC'Und 
for Its ^bility to induce CYP3A4 gene 
express ion\ compr i sing 

i) c:>ntacting said res': compound wi*:h 
:he ligand bi\vdi^ domain or h?X?. , 

11/ de ce Wii ni ng whether said test 
comoound bmas rN? said ligand binding dc^mLain, 
wherein bind\ng of the test compC'Und to 
saia ligana bmo i na\ doma i n is indicative of a 
compound that induce^ gene express. 



A metnv^c of screening a test com^ 
for its ability mp activate or inhibit h?>:?. 
c om.p rising: 

1 ' preparing*-, a n e >: o r ^ 
comprising a sequence encoding a i;NA biOv 
domain and a h?X? 1 1 'g^nd fbmdmg oom.am; 



preparing a '--fi 



I s t r u c 



comprising a DNA bmdin'^ site recognized by 

'v 

said DNA binding dom.ain 'operably linked to a 
reportergene, 

ill) introducing said^, expression vector 
and said reporter cons t rue info compatible 
h o s t c e 1 1 s , 

\ 



\ 

iv) mcubWing said cells resulting from 
step (lii) with -^said test compound, and 

v) determining the level of expression 
of said reporter gene, 

wherein ■ enhancemen t of expression of 
said reporter gene'^ in the presence of said test 
compound indicates \that said test compound can 
activate hPXR, and \ 

wherein ir^hibiticn of expression of 
said reporter gene ip the presence of said zesz 
compound indicates tl^at said test compound can 
i n n i. b 1 1 h P X R . 

A compound ti^iat^- mauces CYP3A4 
e d b y ^ h e men h op \ of claim 10. 

A compound rhat: activates hPXR 
ed by the method .of claim 11. 

14. A method of modulating function of a 
cell mediated by PXR com^prising contacting said 
cell with a com.pound identified using the 
method of claim 11 that activaies ?XR uncier 
conditions s'jich rhat said acoivation is 
effected and said function is thereby 

m.odula ted - 

15. A method of modulating funccion of a 
cell mediated by PXR com^p rising contacting said 
cell with a compound identified usj. ng tne 
m.ethod o^f claim 11 that inhioits PXR under 
conditions such that s a i a i n h 1 b 1 1 1 C' n is 



1 e ^- t ^ r 



1 a e n ' 
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effecVed and said function is thereby 
moduia\t ed . 

\ 

1 6 \ The method according ^o claim 14 or 
15 wherein said compound is of formula I: 




OfiZ 



/ n e r e i n R 1 , R 2 , R J atVrd R 4 are, r r de c e n d e n 1 1 y , 




near oir--, o r ancn^ 



1 - o . a _ K y . 



17. The mechcd according to clarm 
wherein said cell is a cultured cell. 



according to claim 14 or 
is present m a tissue. 

according "o claim 14 or 
is present in an a n i m, a 1 . 

r as s'p crating a particular 
disease or condition with n\o dulacion of RXR 
CG^mLprising \ 

contacting a compound that binds to PXR 
soecificaily with PXR present' rn a ce^l under 
c o n d r 1 1 o n s such that said bin d' i ng is effected 



1 S . The method 
w n e r e 1 n said cell 

19. Tne m^e rihod 
wherein said cell 



2 G . A method f c 
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and a functional activity of said cell mediated 
by PXR is thereby modulated, 

detectii^g said mvodulation of said 
functional activity and associating said 
modulation of\said functic^nal activity with a 
disease or condition and thereby associating 
said disease or^^ condition with modulation of 
PXR. 

21. The 'ifnethod according to claim 20 
wherein said c ompp u n d is of formula I: 




wherein Rl, R2, R3 and P. 4 are, 
1 n d e o e n d e n 1 1 y , C : - C a I k y 1 , linear or branched. 

2 2. The method a c c c- r d i n a to claim 21 
wherein said ccmpounu is GW-425801. 

23. A method of preventing or treating a 
disease or condition that has been associated 
with modulation FXR by the method of claim 20, 
c omp rising a dm^i nistering to a patient in need 
thereof a therapeutically effective amount cf 
an agent that modulates the activity of PXR so 
that said p r e e n 1 1 c n c- r t r e a t m^e nt is effected. 



- 4 




24. The n\e^od according to claim 23 
wherein said ag^nt is GW-485801. 

V 
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